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AtntMidmcntsi to the Claims 

I*)cnst5 riiDyrul \ho claims to road a.-^ fo)!ow<s; 

1. (Previously Proscnlecl) A method of induciiig tumor cell death in a human patient, the 
method comprising 

i) locitUy admitusterioi? ;m untigeivrcleasing agent to a soHd tumor in the patient, 
whereby a tumor iinligeu is released from cells of the tiiirior; 

ii^) locally adnxinisteriugto the tumor a leukocyte attractant, whereby Iciikocylcs 
arc induced to infillratc the tumor; and 

iih) locally aclnunistering to the ituuor j titer feroii-ganuna (Il^'N-g) and a second 
[y]ic 1 inflanunalory rcsponse-(lRl-)promoting agent, whereby a type 1 
inflammatory respoufic is induced in the tumor and tuinor cell death is 
in<kiccd. 

2. (Original) The nietiiod of claim 1, wherein the antigcn-relea-sing agent is a tumor de- 
bulking agent. 

3. (Original) The method ofchiirn 1, wherein the antigen-releasing agent comprises an 
agent selected Aom the group consisting of a proteolytic enzyme, an apoplosis-inducing 
agent, electrical current, a strong acid, and a strong base. 

4. (Previously Presented) The method of claim 3, wherein the antigen-releasing agent 
ccMuprises a proteolytic enzyme selected froui the group consisting of Irypsin, 
chyniotryii.sin^ pepsin, and coUagenase, 



5. (Original) Tljc mieihod of claim 3, wherein the aiitigcn-rclcasing agent conij>riscs only 
one proteolytic enzynie. 
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(). (OriiJ,iii;il) The itielliod oi claim 3, wUtJiciu the tintigcii-relcasing agent comprises at 
Ic^sl uvo proteolytic enzymes, 

7. (Oiigin;il) The meLlwd ofclaim 3, wherein the aiuigcn-velcasiiig agcnl comprises an 
alkylpluispholiptd. 

S, (Original) "Tlic method of claim 7, wherein the alkylphospholipid is an 
aH^ylptiosphocholiiic. 

(I'rcviously Presented) Ihe method of chii'in 7, wherein the alkylphosphocholinc i$ 
selected iVoni ll\c ijroup consisting of hexadccylphosphocholinc and udclfosinc. 

1 0. (Original) The method of claim 3, wliercin llic antigen-releasing agent is electrical 
aurcnt di^livcred by way ordectrocles inserted into tlic tumor. 

1 1 . {Previously IVcsentcd) The nicthod of claim 3, wherein the antigtiii-relcasing agent 
comprises a strong acid selected from the group consisting of hydrochloric acid and 
sulfuric aciil. 

1 2. (Previously Presented) The method of claim 3, wherein the anligen-rcleasing agent 
comprises a strong base selected from the group consisting of sodium hydroxido and 
potassium hydroxide. 

13. (Original) The method of claim I , wherein the antigen-releasing agent is 
luJmniistercd to (he tumor ai least two hours before administering the leukocyte allractant 
to ihc tvunor. 

14. (Original) The moihotl ofclaim 1 , wherein the auligen-rclcasing agent cind the 
leukocyte ahractaiU are co-adminiytcrcd to the tumor. 



^ Page 3 of 20 - 

'•RCVOATWM 2:46:29 PMpstem Daylight Titne]*SVR:USPTO.EFX^^^^^ 



JUN-03-2004 THli 02:51 PM 



FAX NO. 



P. 05 



U.S. Patent Applicaliou No. 09/756,978 

Kt'spftnsc U> Office Actum Dalw! 25 November 2003 

15. (Origiiisil) The method of claim I, wliciein the antigcn-rclcasing agent is 
adniiiusicrcti to llie tiinior at least two hours before adminislcving IFN-g to the tatnor. 

16. (Original) Tlic method ofclaim I, whciciri the anligcu-rdeasing agent and the TFN-g 
;trc co-;ulo)inistcrwl lo die tumor. 

1 7. (Oiigiual) The method of chiim 1, wherein the leukocyte altraclant comprises a 
inoriocylo aUractant. 

1 H. (Onyinal) The method of claim 17, wherein the inoiiocyte attractant is selected from 
the iiroiip consiatini> of MCP-U MCP-2. MCP-3, and MCP-4. 

1 0. (Original) The method of claim 1, wherein the leukocyte attractant comprises a T 
coll attractant, 

20. (Original) The method orclaim 19, wherein the T cell altraclant is selected from the 
group consisting of RANTES, Ft'-IO, aiul Mig. 

21 . (Original)- The niotliod ofclaim 1, wherein the leukocyte attractant comprises a 
g r;) h Lt io c y Ic a Ur ac tan t . 

22. (Oriyinal) The method ofclaim 21, wherein the granulocyte attractant is Siilccted 
from the (»roup consistiing of inicrlcvikiivS, granular component P-2, giowth-rclated 
oncogen- 1. growlli-rcliitcd oncogcn-2, growlh-rclatcd oncogen-3, neutrophil activated 
protein, and neuroiaclin. 

23. (Original) i'ha method ofclaim 21, wherein the granulocyte attractant is a 
cow ino pi I i I al I ractan t. 
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24. (On<>iiiiil) Tho method of cloim 23, wherein the eosinophil aUraclaiil is cotuxia. 

25. (Original) The method of clain^ I, wlicroiii the leukocyte aUractanl is co- 
ailiiu'iiislcretl with al least one of [FN-j; and the second IRl -promoling agent. 

26. (Driyinai) The melhod of claim 1, wherein the leukocyte attractant and at le;ist one 
of H'N-i.; and the .'jccond IF^-l-pvomolin" agent arc Hdministered not more than iwo hours 
apart. 

21. (Oi igiual) The method of claim 1, wherein the leukocyte attractant and at least one 
of ll'"N -g and the second IR I -promoting iigcnl arc administered more than two hours 
ypnrl, 

28. (Original) The method of claim 1, wherein the leukocyte attractant and at least one 
of l[''N-<; and the second IRl-promoting agent arc co-administercd. 

29. (I'reviously Presented) The method of claim 1 , wherein ihc second IRI -promoting 
agent is siilecleil from the group consislingof intcrkLikin-2 (iL-2), intcrleukin-12 (IL-12), 
tumor nccrcsis factor-alpha (TNF-a), and tumor necrosis factor-beta (TNF-b). 

30. (Orijiinal) The method of claim 20, wherein the second IRl -promoting agent 
comprises lL-2. 

;U. (Orii!;inaI) 'Che mediod of claim 29, wherein the second IRl-promolins agent 
coniprisesTNI'-b, 

32. (Original) The method of claim 29, wherein the second IRl -promoting a^ent 
com\iriscH both iL-2 and 'mi'-b- 
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33. (Oi'iginal) The mclhocl of claim 1, wherein multiple aliquots of each of IFN-g and 
Die second Jfll-pioinolini; ajjcal arc administered to Ihc palicut, and wherein at Iciwt 48 
lioms elapse between rtliqnots. 

34. (Original) TI\o nielhod ordairn I, wherein IFN-gandlhe second IRl-pvomoiing 
.'igcnt arc co-adniintstercd. 

35. (Ori)L>infd) 'ilic method ofchtim 1, wherein IFN-g and the second IRl -promoting 
nycnt arc scparalciy administered not more than two hours aparl. 

30- (Original) The method ofclaini ) , wherein IFN-g ajid the second IR 1 -promoting 
agent arc separately ncfministcrcd more than two honrs apart. 

37. (Original) Tlie method of claim 1, further comprising 

iii) locally administerini;^ to tire tnmor a LypQ 1 lyniphocytc attractant in order to 

sniUain Iho type I indamnnalory response, 

3K. (Original) Tl)o method ofclaim 37, wherein Iho type 1 lymphocyte aliractant is 
selected from the group con!;isling of RAMTRS, U'-IO, and Mig. 

30. (OiiL^inal) The method of claim 37, wherein the type 1 lymphocyte aliractant 
comprises IP-l 0 and Mig. 

40. (Oni'inal) The method of claim 37, further comprising 

iv) snstahung ihc typo 1 inflammatory re.5ponse by locally administering 

autologous Icnkocytcs to (he tumor, 
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41 . (On'iiiniiU Tlic method of claim 37, further conAprising 

i v) fidministoring a memory cell-inducing agcnl to the paticnl after inducing the 
type 1 innnmmatoi-y response, whereby production of aiili-lumorty]ie 1 
iitiituuic fticmory cells is enhanced. 

42. (OiiginaO The method of cLiiin 41, further comprising 

v) siipplemenling the patient's niifiitim with a Jiutdent selected from Ihc group 
consisting ofa vilaniin and a mineral. 

43. (Original) The method of claim 37, further comprising 

iv) siipplcriiculing the piiticnt's nutrition with a nutrient selected from the group 
consisting of a vitamin and a mineral. 

44. (Original) The method of claim 1 , fuither comprisinfi 

iii) locally administering autologous leukoeytcsto the tumor. 

45. (Original) The mtilhod of chiim 44, -vvhcrein the autologous leukocytes are obtained 
from the patient and expanded prior to locally administering ihcm to the tumor. 

46. (Previously Presented) The method of claim 44, wherein the autologous lcnkocyle.9 
arc obtained from tlic patient and contacted with an independently-selected IRl- 

pi omotinii ogcnt prior to locally administering them to the tumor. 

47. (Previously Presented) '['he method of claim 44, wherein the autologous leukocytes 
arc obiained from ihc patient, expanded cx vivo, and contacted with an indopendcntly- 
.selected IRl 'promoting agent prior to locally administering them to the tumor. 



-P.'jgc7of20- 

*RCV0AT6/3/2flM 2:46:29PM [EastemDaylightTime]*SVR;USPT0^FXRF4rDNIS:^^^^^^^ 



JUN-03-2004 m 02:52 PM 



FAX NO. 



\],S. I'Mt'iil AppUcrtrion No, 09/756,978 

[^espouse lo OfOcc Aciion l>jitcd 25 November 2003 

'18. (Previously Pri3stMitc<l) The ivicthoU of claim 47, wherein the leukocytes arc 
conludctl with both the indcpeiidcnlly-sekclcd IRl-promoting agent and with at least one 
oCiiitcrCeton-alpha (IFN-a) and IL- 12 prior to locally administering them to Ihc liunor. 

-19, (OrigiDal) The method ofclciim 44, further comprising 

iv) adniiniKicrinij, a memory cell-inducing agent to the patient after inducing the 

type I iDllamnialory response, whereby production of anti-iumor type 1 
immune memory cells is enhanced. 

50. (Orighial) Tfic method of claim 49, further comprising 

v) supplcmentinj; the ptitient's nutrition with a nutrient selected from the group 

consisting of a vitaniin and a mineral. 

51 . (Orijiirjal) The method of claim 44, further comprising 

iv) supplementing the patient's nutation with a nutrient selected from the group 
consistiuij of a vitan\in and a niineral. 

52. (Original) 'I'hc method of chiim 1, further comprising 

iii) administering a memory cell-inducing agent to the patient after inducing the 
iy]ic 1 inflammatory response, whereby production of anti-tumor type I 
immune memory cclli; is entiimccd. 

53. (Original) The method of claim 52, wherein the memory cell-inducing agent is 
seiecied Ironi the group consisting of i)itcrleukiu-15 (IL-15) and IFN-a. 



54. {Ori<;inal) The method of claim 52, wherein the memory cell-inducing agent js IL- 
15, 
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55. (On gin ill) The nielliot:! orclaim 52, wherein the mcmoiy cell-inducing agent is IFN- 

56. (OiiginiU) 'L'lU' inclhod of cliiim 52, wherein the memory cell-inducing agent is 
ndniinislcred nfler ilic lumor shrinks to less than 10 percent of its size inimcdiatcly prior 
to iidminislralion ofthe aiiligcn-rclcasing agent. 

37. (Original) T)ic method of claim 1, fiirlhcr comprising supplementing the patient's 
nutrition with a luitricnl selected Prom the group consisting of a vitamin and a mineral. 

58, (Original) 'I'ho method ofcUiini 57, wherein the vitamin is selected from the group 
consiiiting of vilr'.rnins A, B, C, T), and ti. 

50. (Ori<>inal) 'i'he method of claim 5S, wherein the vitamin is vitamin C and wherein 
\ho pulicnl's tialrition is supplemented such that the patient receives from 200 to 400 
milligranus of vitiimin C dtiily. 

60. (Original) t he rncthod of claim 5S, wherein tlie vitamin is vitamin E and wlicrcin 
U)c p;iliuut'.s nutrition is suijplementcd such that the patient receive.^ from 200 to 400 
intcrnationid unit.-; of vitamin H daily. 

61 . (Orijiinal) The method of chn'm 57, wherein the tnincral is selected from the group 
conf.isting of selenium, zinc, calcium, magnesium, iron, axid copper. 

62. (Original) The method of claim 61, wherein the mineral is selenium and wherein the 
]>3tiont'fi nutrition is siipplotiicntcd such thai the patient receives from 200 to 400 
niiciogranLS of selenium daily. 
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63. (Original) The method of ch\im 61, wherein the mineral is zinc and wherein tlie 
patient's niilrilion is supplemented such that thupatient receives fi'om 15 to 100 
niilhij.rams ofziiic diiily. 

64. (Origiii'jl) The method of claim 57, wherein the patient's nutrition is supplemented 
bcginniiit; -di Icost on the sm\c day that the rinligcn-rclcasing agent is administered to the 
liitnor, ond continuing through at Icttst the same day that TFN-g is adininistcrcd to the 
tmiior. 

65. (Original) The method of claim 57, wherein the patient's nutrition is supplemented 
hci',iniiing ul least five days before the antigen-releasing agent i,s administered to Ihe 
tumor, :md continuing through at least three days after the day that U'N-g is admini.stcred 
to the titmor. 

66. (Previously Presenied) A method ofinducing tumor cell death in a human patient, 
tlie method conjprising 

i) st[(ip!cnienting the patient's ntilrition with a nutrient selected from the group 
consisting of a vitamin and a mineral; 
■ ii) locally «d ministering an antigen-releasing agent to a solid tumor in the patient, 
vvlicreby a liunor antigen is released from cells of the tumor; 

ihcreafier 

iiia) locally administering to the tumor a leukocyte atlractant, whereby leukocytes 

are induced to iniiltralc tlic tumor; and 
iiih) locally administering to the tumor intcrferon-gamma (IFN-g) and a second 

tyi>c 1 inflammatory i.'csponse-(1Rl-)promotiug agent, whereby a type 1 

inllammatory response is induced in the tumor; 

thereafter 

■ iv) sustaining the type 1 inflammatory response by 

iva) locally administering to the tumor a type 1 lympliocyte ahraclant, 
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ivb) locally odininistoring aidologous leukocytCiS lo tlie tinnor, or 
ivc) both iva) and ivb); 

and llicrcnflcr 

v) iKUninistcring a memory ccll-inducipg agent to the patient afler inducing llic 
ty|)e 1 in flammiitory i'csj5onso, whereby production of anti-tumor type 1 
immune mcmoiy celts is enhanced and tumor cell death is induced. 

67^80. (Oincolcd) 

Kl. (IVcvioiisly Presented) A method of inducing a type I inflammatory response at tho 
silc ofa solid lunuir in a human patient, the mclliod comprising 

i) locally administering an aritigcti-roleasing agent to thci tumor; 

iia) locally ^idminislcring to the tumor a leukocyte attracLant; and 

iib) locally odminisiering to the tumor interfcron-gamma (II'N-g) and a second 

type I jnnanimatoryrcjsponsG-(J'Rl-)pfonioling agent. 

S2. (Canceled) 

S3 (Previously Presented) A method of inducing tumor cell death in a human patient, 
the iiicdjod comprising locally co-:idmini.stcringto a sohd tumor in the patient: 

i) an anligiiU-rcloasing agent; 

ii) a leukocyte altractant; 

(ii) iiitcrreron-gamma (IFN-g); and 

iv) a second ty|)e I inflammatory response-(IRl-) promoting agent. 
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